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Pedepar:

1. O6cresxeHo 135 nanientu 3 I'IM 3 enesauieto cermenTta ST (['TMeST), 109 (80,7%) 4yosoBikiB Ta 26 (19,3 %) XKiHOK,
cepenHiii Bik (59,21.+8,92) pokis. ['pyna koHTpoo 30 NpakTUYHO 300poBUx ocib. PiBenb BEQP-A B 0CHOBHI rpymi -
247,94 [107,22-486,50] nir /M1, B KOHTPOJIBbHIM - 80,76 [56,20-149,51] rir /M, (p=0,011). Bunineni rpynu xsopux: GG-
renotun (n=70) ra GC+CC-renotun (n=65). PiBeno BEQP-A noctosipHo BULMii y HOCiiB renotuny GG-314,01
[159,94-627,66] nir /mn B nopiBHsiHHI 3 GC+CC 221,28 [77,58-440,82] it /m11, (p=0,045). Husbkuii pisens BEQP-A nipu
regotuni GC+CC cynpoBOKyBaBCs JOCTOBIPHO BUILOIO YaCTOTOI0 BUHUKHEHHS KOMOIHOBAHOI KiHII€BOI TOUKU
(p=0,020). B rpyni GC+CC 36inbmenns nokazuukis KO JIII (P=0,044), KCO JILI (P=0,039) B nopiBHSHHI 3 HOCISIMU
GG anesneii. [IpoBesieHO JOTiCTUYHNMIL aHaJi3, KOTPUIA [TOKa3as, 10 piBeHb BEPP-A (0=-0,0015896, p=0,02), reHoTUI



GC+CC (p=1,72, p=0,011), piens Tponosiny I (0=-0,013, p=0,023) Ta ycknagHeHui repebir roctporo nepioay IM (0=2,23,
p=0,001)-ntpeguKTOpM HECIIPUSATINBOrO NIepediry xBopobu npoTsirom 12 micsnis cnocrepesxxeHHs (p<0,0001).
[Toporosutii pisens BEQP-A<255,72 nir /mi1, (mnowa nif, ROC-kpusoro 0,630; 95 % nosipunii inTepsain 0,534-0,719;
p=0,0472). KoHueHTpallisl HI>K4e 3a3Ha4€HOr0 PiBHS 3 Yy TJIUBICTIO 72% Ta crienndivHicTio 58% MporHosye
HECIPUSTIUBUI Nepebir npotsirom 12 micsuis. [IpoBeieHO MyJIbTUBAPiaTUBHUI JIOTICTUYHUI aHali3 BIUIUBY
(akTOpiB BUHUKHEHHS KiHIIeBUX TOYOK MPOTsArom 12 micsuis micisa [TMeST. HecripusitivBuil nepe6ir XBopoou
3aJ1eXXUTh Bif, piBHs BEQP-A (0=-0,0016; p=0,035), XcJITTHII (0=-1,62064; p=0,034) Ta HasIBHOCTi YCKJIa[IHEHD B
roctpuii nepion xsopo6u (0=1,89998; p=0,023). Po3po6ieHo Mozesib IPOrHO3yBaHHS PO3BUTKY HECIIPUSTIINBUX
noxin micns I'IMeST. I1po mocraTtHIO epeKTUBHICTb faHoi Mmogeri cBimuuth popma ROC-kpuBoi i rtoma mim Hero
0,75 (p=0,0001), uyyTnusicTs s1K0i- 80% i cneuudiuHicTs - 67,8 %. [1alieHTH KOKHOI NiATrpynyu OTPUMYyBaH 2
BapiaHTM NOJBIHOI aHTUTPOMOOLUTAPHOI Tepallii: aleTuscaninuaosa kuciaora 100 Mr oguH pa3 Ha IeHb Ta
KJIOMiZOrpesib 75 MI OJIMH Pa3 Ha eHb ab6o Tukarpesop 90 Mr ABivi Ha 106y Ha TJ1i 6@3UCHOrO JIiKyBaHHS. Y HOCIiB
anesto C (GC+CC), mo npuiiMany KJIoMiforpesib, JOCTOBIpHO HIDKYa KOHIeHTpalist BEDP-A 115,02 [63,84-422,72]
HT' /MJI, HDK y NAL{€HTIB, 1[0 NpuiiManu tTukarpeop 241,36 [156,84-440,82] ur/mi (p=0,044). Y nauienris 3 GG-
T€HOTHUIIOM, SIKi IpUIMAJIM TUKArpeJsop, Binoyaocs nocrosipHe 3HKeHHss HT-npoMHVII Ta kpaia ToJ1epaHTHOCTD
1o ¢gisnyHoro HaBaHTakeHHs (p=0,059). YV nauienTis 3 GG-TeHOTUIIOM, SKi OTPUMYBaIX TUKArpeyop, KiJIbKiCTh
HeCHpUSTIUBUX NoAiN ckiana 4 (10,8%), a y Tux, o npuiiManu kiaoninorpens - 5 (15,2%), He Maslo OCTOBIpHUX
BinmiHHOCTeH (p=0,588). V HociiB anemo C (GC+CC), siki oTpuMyBanu TUKarpesop, 6yso 3adikcosano 6 (15,4%)
KiHLIEBUX TOYOK, 3 KX 4 Bunanaxu (10,5%) noBTOpHUX rocmitasizaniil Ta 2 CMepTeIbHUX BUNIAOKY (5,26%). V
niArpymi, sSiki oTpUMyBaJIM KJIOMIAOrpesb, KiNbKiCTh HECIPUSATAMBUX oAl ckiana 14 (51,8%) (p=0,005): 9 (33,3%)
rocrirtanizauiit 3 npusony CH, 1(3,7 %) nosropHuii IM Ta 4 (14,7%) Bunanku cmepreil. MysibTUBapiaHTHUN
perpeciiiHuil JIOTICTUYHMIL aHajli3 OKa3aB, o HasgBHiCTh reHoTUNY 634GC+634CC rena BEOP-A (p=0,0465),
3HKeHa ¢ppakuig Bukuay JII (<50,60%) (p=0,0096) Ta npr3HadeHHs KIIOMinorpesis B TaKux nauieHTiB (p=0,044) €
IIpeJUKTOPaMU HeCTIpUSITIUBOrO nepebiry xsopoou. Ha 0cHOBi reHeTUYHUX 0COOGIMBOCTEN BUileHa rpyna
BHICOKOT'O PU3UKY HECIIPUSATIIMBOrO Nepebdiry XBopoou, 1o NoTpedye Oiblll IHTEHCMBHOTO aHTUArperaHTHOTO
JikyBaHHS. HaykoBa HOBU3HA JucepTauifHoi po6OTH: BUBYEHA PO3IMOBCIOIKEHICTh rnojyimopdizmy G634C (rs
2010963) rena BEOP-A y xBopux Ha I'IMeST, BcTaHOB/IeHO acoujaliitio Mixk piBHem BEOP-A Ta HocisimMu
nosliMmop(pHuX reHoTuis. JJocaigxkeHo, mo Hocii anemo C (GC+CC) e rpyIo BUCOKOTo pu3uKy. KoHLeHTpalis
BE®P-A<255,72 nir /M1 € IpeIUKTOPOM HECIIPUSTIMBUX IOAIN NPOTArom 12 micsuis cnocrepeskeHHs. Hocii
regoturry GC+CC rena BEQP-A B noeHaHHi 3i 3BH)KEHOIO KOHIIEHTPALI€IO € TPYIIOI0 PU3UKY B MicsiiHGapKTHOMY
1epiofi BiTHOCHO NOCSTHEHHS KiHIEBUX TOYOK. OTPUMAHO HOBI 1aHi, IKi JO3BOJISIIOTh OIITUMI3yBaTU
aHTUATrPETaHTHY Teparlilo y xBopux ['IMeST. BcTaHOB/IEHO, 10 XBOPUM, 4Ki € Hocisimu reHotuny GC+CC,
[IPM3HAYEHHS TUKATrpeJIopy B MIOPIBHSIHHI 3 KJIONIJOTPeIeM B PaMKax CTaHIAPTHOI Tepailii e(eKTUBHO MOKpallye
nepe6ir nicssingapkTHoro nepiony. [IpakTuyHa 3HaUMMICTb PE3YJIbTATIB I10JIATa€e B TOMY, 110 IJ1s1 i BULLLEHHS
TOYHOCTI IPOTHO3YBAHHS Ta IIONIEPEIKEHHS HECTIPUATINBYX NOLIN y nauieHTis 3 [IMeST mouinbHO
BUKOPUCTOBYBATH pO3pO6JIEHY MOZEJb 3 BU3HaYeHHsIM piBHS BEDP-A, Xc JITTHII Ta HasIBHICTb yCKJIQHEHD B
roctpuil nepioy 3axBoproBaHHs. [I71s1 BUBHaYaHHS Hai6inbm ypasnuBux nanienTis 3 [IMeST pekomeH10BaHO
BM3HAYaTy reHoTuI nosiMop@noro sokycy G634C (rs 2010963) rena BEQP-A. I'pyny ay>ke BUCOKOTO PUBUKY
ctanoBaTh Hocii C anenio (GC+CC). XBopum Ha 3 reHoTunnom GC+CC rena BEOP-A npu npoBenieHHi NOABiIIHOI
QHTUTPOMOOLMTAPHOI Tepanii JOLIbHO BifiaBaTy epesary Npyu3HadeHHIo Tukarpesopy 90 mr 2 pasu Ha go6y, npu
rerotuni GG rpyu3HavYeHHs TUKArpesopy YX KJIOMiOrpesio € OHAaKOBO e(PEeKTUBHUM, 1110 MA€ BAKJIUBE COLiaJIbHO-

€KOHOMiYHe 3HaYeHHSI.

2. 135 patients with STEMI, 109 (80.7%) men and 26 (19.3%) women, mean age (59.21+8.92) years were examined.
The control group consisted of 30 healthy individuals. The level of VEGF-A in the main group - 247.94 [107,22-
486,50] pg/ml, in the control - 80,76 [56,20-149,51] pg/ml, (p=0,011). 2 groups were created: GG-genotype (n=70)
and GC+CC-genotype (n=65). The level of VEGF-A was significantly higher GG carriers -314.01 [159,94-627,66]
pg/ml compared with GC+CC 221,28 [77,58-440,82] pg/ml, (p=0.045).In the GC+CC genotype was a significantly
higher incidence of the combined endpoint (p=0.020), also there was an increase in EDV LV (p=0.044), ESV LV



(p=0.039) compared with GG carriers. A logistic analysis showed that the level of VEGF-A (0=0.0015896, p=0.02), the
genotype GC+CC (0=1.72, p=0.011), the level of troponin I (o=-0.013, p=0.023) and complicated course of the acute
period of MI (0=2.23, p=0.001) were predictors of adverse course during 12 months follow-up (p<0.0001). The
threshold level of VEGF-A<255.72 pg /ml was established (AUC-0.630; 95% confidence interval 0.534-0.719;
p=0.0472). The concentration of the biomarker below this level with a sensitivity of 72% and a specificity of 58%
predicts an adverse course within 12 months. A multivariate logistic analysis of the influence of endpoint factors
was found that the unfavorable course of the disease depends on the level of VEGF-A (n=-0.0016; p=0.035), LDL-C
(0=-1.62064; p=0.034) and the complications in the acute period of the disease (o=1, 89998; p=0.023). A model for
predicting the development of adverse events after STEMI for 12 months has been developed. The sufficient
efficiency of this model is evidenced by the shape of the ROC-curve and the AUC-0.75 (p=0.0001), with the
sensitivity 80% and the specificity 67.8%. Patients in each subgroup received 2 variants of dual antiplatelet therapy:
acetylsalicylic acid 100 mg once daily and clopidogrel 75 mg once daily or ticagrelor 90 mg twice daily. Carriers of
the C allele (GC+CC) receiving clopidogrel had a significantly lower concentration of VEGF-A 115.02 [63,84-422,72]
ng/ml than patients receiving ticagrelor 241,36 [156,84 -440.82] ng/ml (p=0.044). Patients with GG genotype
taking ticagrelor had a significant reduction in NT-proBNP and better exercise tolerance (p=0.059). The GG
genotype under ticagrelor, the number of adverse events was 4 (10.8%), and in those who received clopidogrel - 5
(15.2%), with no significant differences (p=0.588). In carriers of the C allele (GC+CC) who received ticagrelor 6
(15.4%) endpoints were recorded, of which 4 cases (10.5%) - rehospitalizations and 2 deaths (5.26%). In the
subgroup of patients receiving clopidogrel, the number of adverse events was 14 (51.8%) (p=0.005): 9 (33.3%)
hospitalizations for heart failure, 1 (3.7%) recurrent MI and 4 (7%) deaths from all causes. Multivariate regression
logistic analysis showed that the genotype GC+CC gene VEGF-A (p=0,0465), reduced LV ejection fraction
(<50,60%) (p=0,0096) and the clopidogrel tretment (p=0.044) in patients are predictors of adverse disease. The
scientific novelty of the dissertation is that the prevalence of the G634C polymorphism of the VEGF-A gene in
patients with STEMI has been studied, the association between the VEGF-A levels and carriers of polymorphic
genotypes has been established. It is shown that patients with the GG genotype have a significantly higher
concentration of the biomarker in the acute period of the disease compared with GC+CC. It was studied that
carriers of the C allele (GC+CC) are a high-risk group and have significantly higher endpoints during the year of
observation. Scientific data on the prognostic role of VEGF-A for the postinfarction period have been expanded.
The concentration of VEGF-A<255,72 pg/ml is a predictor of adverse events during 12 months of follow-up. The
GC+CC genotype of the VEGF-A gene in combination with a reduced concentration are a risk group for reaching
endpoints. In patients of GC+CC genotype, the appointment of ticagrelor as an alternative to clopidogrel
effectively improves the course of the post-infarction period. The practical significance of the obtained results is
that it is advisable to use the suggested model with determination of VEGF-A levels, LDL-C and the complications
in the acute period to improve the accuracy of prediction and prevention of adverse events in patients with STEMI.
To identify the high-risk patients with STEMI it is recommended to determine the genotype of the G634C
polymorphic of the VEGF-A gene. Very high risk groups are carriers of the C allele (GC+CC). When performing dual
antiplatelet therapy, it is advisable to prefer ticagrelor 90 mg twice daily to reduce the incidence of cardiovascular
complications after STEMI in patients with the GC+CC genotype whereas for the GG genotype the administration
of ticagrelor or clopidogrel is equally effective, and this is of high socio-economic importance.
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